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A request for continued examination under 37 CFR 1.114, 
including the fee set forth in 37 CFR 1.17(e), was filed in this 
application after final rejection. Since this application is 
eligible for continued examination under 3 7 CFR 1.114, and the 
fee set forth in 37 CFR 1.17(e) has been timely paid, the 
finality of the previous Office action has been withdrawn 
pursuant to 37 CFR 1.114. Applicants submission filed on 
2/8/05 has been entered. 

An examiner's amendment to the record appears below. Should 
the changes and/or additions be unacceptable to applicant, an 
amendment may be filed as provided by 37 CFR 1.312. To ensure 
consideration of such an amendment, it MUST be submitted no 
later than the payment of the issue fee. 

EXAMINER'S AMENDMENT 

Insert on page 1 immediately following the title, --This 
application claims the benefit of US provisional application 
60/075,258, filed February 19, 1998.--. 

Insert the abstract on the attached separate sheet. 

The following is an examiner's statement of reasons for 
allowance : 

All claims are limited to the use of the rabbit liver 
carboxylesterase encoded by SEQ ID NO: 21. While it would have 
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been obvious to one of skill in the art to administer a rabbit 
liver carboxylesterase, including the rabbit liver 
carboxylesterase sold by Sigma, as discussed in the previous 
Office Actions, it is not clear that the rabbit liver 
carboxylesterase sold by Sigma is identical to the rabbit liver 
carboxylesterase encoded by SEQ ID NO: 21. The prior art teaches 
several rabbit liver carboxylesterase isozymes, at least some of 
which have very similar but not identical sequences to that 
encoded by SEQ ID NO: 21. Furthermore, multiple highly similar 
isozymes of the liver carboxylesterases of other mammals are 
known in the art (see Table 2 of Satoh et al., Ref . AS of 
applicants IDS of 8/7/02) . While it is clear that the 
recombinant rabbit liver enzyme used by Danks et al. (Reference 
AB of applicants IDS) is identical to that encoded by SEQ ID 
NO: 21 and that this enzyme had been obtained by making probes 
based on peptide sequences from the rabbit liver 
carboxylesterase sold by Sigma, such probes would likely 
hybridize to any gene encoding a rabbit liver isozyme which is 
highly similar to that of the Sigma enzyme. As the art 
establishes that such sequences are likely to occur, a skilled 
artisan cannot reasonably conclude that the recombinant enzyme 
of Danks et al. is identical to any art taught preparation of a 
rabbit liver carboxylesterase enzyme, including that taught by 
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Sigma. Furthermore, the enzyme use by Danks et al., was not 

enabled at the time of the instant invention as the Danks et al. 

reference teaches neither the sequence of the enzyme nor its 

method of making. 

Any comments considered necessary by applicant must be 

submitted no later than the payment of the issue fee and, to 

avoid processing delays, should preferably accompany the issue 

fee. Such submissions should be clearly labeled "Comments on 

Statement of Reasons for Allowance." 

Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Rebecca 
E. Prouty whose telephone number is 571-272-0937. The examiner 
can normally be reached on Tuesday- Friday from 8 AM to 5 PM. 
The examiner can also be reached on alternate Mondays 

If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Ponnathapura 
Achutamurthy, can be reached at (571) 272-0928. The fax phone 
number for this Group is 571-273-8300. 

Information regarding the status of an application may be 
obtained from the Patent Application Information Retrieval 
(PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 ( toll-freely 




Rebecca Prouty 
Primary Examiner 
Art Unit 1652 
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ABSTRACT 

Polynucleotides encoding a carboxylesterase enzyme and 
polypeptides encoded by the polynucleotides which are capable of 
metabolizing a chemotherapeutic prodrug and inactive metabolites 
thereof to active drug are provided- Compositions and methods 
for sensitizing tumor cells to a prodrug chemotherapeutic agent 
and inhibiting tumor growth with this enzyme are also provided. 
In addition, screening assay for identification of drugs 
activated by this enzyme are described. 



